(19) 




Europaisches Patentamt 
European Patent Office 
Office europeen des brevets 



(12) 



(45) Date of publication and mention 
of the grant of the patent: 
15.06.2005 Bulletin 2005/24 

(21) Application number: 01904805.7 

(22) Date of filing: 29.01.2001 



(H) EP 1 255 754 B1 

EUROPEAN PATENT SPECIFICATION 

(51) intciJ: C07D 413/10 



(86) International application number: 
PCT/US2001/000657 

(87) International publication number: 

WO 2001/057035 (09.08.2001 Gazette 2001/32) 



(54) LINEZOLID-CRYSTAL FORM II 
LINEZOLID-KRYSTALL FORM II 
FACIES QE CRISTAUX DE LINEZOLtDE (FORME II) 



(84) Designated Contracting States: 

AT BE CH CY DE DK ES Fl FR GB GR IE IT LI LU 
MC NL PT SE TR 
Designated Extension States: 
ALLTLVMK RO SI 

(30) Priority: 02.02.2000 US 179837 P 

(43) Date of publication of application: 
13.11.2002 Bulletin 2002/46 

(73) Proprietor: Pharmacia & Upjohn Company LLC 
Kalamazoo, Ml 49001 (US) 

(72) inventor: BERGREN, Michael, S. 
Portage, Ml 49002 (US) 

(74) Representative: Perry, Robert Edward 
GILL JENNINGS & EVERY 
Broadgate House 

7 Eldon Street 

London EC2M 7LH (GB) 



(56) References cited: 
WO-A-99/24393 
US-A- 5 837 870 



US-A- 5 688 792 



• "LINEZOLID. OXAZOLIDINONE 
ANTIBACTERIAL" DRUGS OF THE 
FUTURE, ES.BARCELONA, vol. 21 , no. 1 1 , 1 996, 
pages 1116-1 123, XP000654643 ISSN: 0377-8282 
ZURENKO GEETAL: "OXAZOLIDINONE 
ANTIBACTERIAL AGENTS: DEVELOPMENT OF 
THE CLINICAL OXAZOLIDINONE 
ANTIBACTERIAL AGENTS: DEVELOPMENT OF 
THE CLINICAL CANDIDATES EPEREZOLID AND 
LINEZOLID. CANDIDATES EPEREZOLID AND 
LINEZOLID" EXPERT OPINION ON 
INVESTIGATIONAL DRUGS,GB,ASHLEY 
PUBLICATIONS LTD., LONDON, vol. 6, no. 2, 
1997, pages 151-158, XP000654528 ISSN: 
1354-3784 

J. MED. CHEM., vol. 39, 1996, pages 673-679, 
XP0021 68553 cited In the application 



Remarks: 



The file contains technical information submitted 
afterthe application was filed and not included in this 
specification 



Note: Within nine months from the publication of the mention of the grant of the European patent, any person may give 
notice to the European Patent Office of opposition to the European patent granted. Notice of opposition shall be filed in 
a written reasoned statement. It shall not be deemed to have been filed until the opposition fee has been paid. (Art. 
99(1) European Patent Convention). 



Printed by Jouve, 75001 PARIS (FR) 



EP 1 255 754 B1 



Description 

BACKGROUND OF THE INVENTION 

1 . Field of the Invention 

[0001] The field of the invention is a novel crystal form of a known compound, linezolid which is pharmaceutically 
useful as an antibacterial agent. 

2. Description of the Related Art 

[0002] US Patent 5,688,792 discloses the antibacterial agent linezolid as well as a process for its preparation. EX- 
AMPLE 5 reports the linezolid produced had a mp of 1 81 .5-1 82.5°. 

[0003] There are many other disclosures of processes to prepare linezolid. J. Med. Chem., 39(3), 673-9 (1996) 
reports the linezolid was, "recrystailized from ethyl acetate and hexanes ...white crystals, m.p. 181 .5-182.5C 1 It also 
sets forth the IR spectrum as "3284, 3092, 1753, 1728, 1649, 1565, 1519, 1447, 1435 s . 

[0004] Tetrahedron Lett., 40(26), 4855 (1 999) discloses linezolid and a process to prepare linezolid. However, this 
document does not set forth the melting point or IR spectrum of the linezolid prepared. 

[0005] US Patent 5,837,870 (International Publication WO97/37980 of PCT/US97/03458) discloses a process to 
prepare linezolid. Linezolid is described in EXAMPLE 18, which does not set forth the melting point or IR spectrum of 
the linezolid prepared. 

[0006] Internationai Publication WQ99/24393 of PCT/US98/20934 discloses a process to prepare linezolid. Linezolid 
is described in EXAM PLES 8, 9 and 1 2 which do no set forth the melting point or IR spectrum of the linezolid prepared. 
[0007] The form of linezolid being used in the clinical trials to support the filing of the NDA is Form II. 

SUMMARY OF INVENTION 

[0008] Disclosed is a (S)-N-[[3-[3-fluoro-4-(4-morphoiinyl)phenyl]-2-oxo-5-oxazolidinyi]methyi]acetamide, crystal 
"Form IP with a powder X-ray diffraction spectrum of: 
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[0009] Also disclosed is (S)-N-[[3-t3-fluoro-4-(4-momholinyl)pheny0-2-oxo-5-oxazolidinyl]methyl]acetamide l crystal 
"Form II" with an infrared (IR) spectrum as a mineral oil mull: 3364, 1748, 1675, 1537, 1517, 1445, 1410, 1401, 1358, 
1329, 1287, 1274, 1253, 1237, 1221, 1145, 1130, 1123, 1116, 1078, 1066, 1049, 907, 852 and 758crrri. 
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[0010] Further disclosed is a process to prepare (S)-N-[[3-[3-fluoro-4-(4-morpholinyl)phenyl]-2-oxo-5-oxazolidinyi] 
methyljacetamide, crystal "Form II" which comprises: 

(1) producing (S)-N-[[3-[34luoro-4-(4-moroholinyl)phenyl]-2-oxo-^ in greater than 
5 98% enantiomeric purity. 

(2) mixing the greater than 98% enantiomerically pure (S)-N-[[3-[3-fluoro-4-(4-morphoHnyl)phenyl]-2-oxo-5-oxa- 
zolidinyl]methyi]acetamide in a solvent or mixture of solvents at a temperature below a temperature of about 80° 
and 

(3) separating the (S)-N-[[3-[3-fluoro-4-(4-morpholinyl)phenyl]-2-oxo-5-oxa20lidinyl]methyl]acetamide crystal 
10 "Form II" from the solvent(s). 

DETAILED DESCRIPTION OF THE INVENTION 

[0011] Linezolid, (S)-N-[[3-[3-fluoro-4-(4-morpholinyl)phenyl]-2-oxo-5-oxazolldinyl]methyaacetamide, is a known 
15 pharmaceutical useful antibacterial agent, see US Patent 5,688,792 (EXAMPLE 5). Linezolid can be used orally or 
given by IV as a sterile solution. 

[0012] When, linezolid was originally produced, the crystal form was Form I. Form II differs from Form I in its IR 
spectrum, X-ray powder diffraction spectrum and melting point. 

[0013] Once linezolid is synthesized, crystal Form II is prepared by starting with linezolid of high enantiomeric purity. 
20 it is preferred that the linezolid be more than 98% enantiomerically pure, it is more preferred that the linezolid be more 
than 99% pure and it is even more preferred that the linezolid be 99.5% pure. The linezolid of greater than 98% enan- 
tiomeric purity to be used to form crystal form II can either be in solution or be a solid. The linezolid starting material, 
soiid or solution, is mixed with a solvent selected from the group consisting of: 

25 water, 

acetonitrile, 

chloroform, methylene chloride, toluene, 
R r OH where R 1 is C r C 6 alkyl, 

R r CO-R 2 where R 2 is C r C 6 alkyl or phenyl substituted with 1 thru 3 R 1 where R 1 is as defined above, and where 
30 R 1 js as defined above, 

R r CO-0-R 2 where R, is C r C 6 alkyl and R 1 is as defined above, 

R r O-R 2 where R 1 is C r C 6 alkyl and R 1 is as defined above. It is preferred that the solvent be selected from the 
group consisting of water, ethyl acetate, methanol, ethanol, propanol, /-propanol, butanol, acetonitrile, acetone, 
methyl ethyl ketone, chloroform, methylene chloride, toluene, xylene, diethyl ether, or methyl-t-butyl ether. It is 
more preferred that the solvent be ethyl acetate, acetone, acetonitrile, propanol, or isopropanol. It is most preferred 
that the solvent be ethyl acetate. 

[0014] The mixture of linezolid in the solvent is agitated at a temperature below 80° until crystals of Form II are 
formed and crystals of other solid forms, such as Form I, disappear. It is preferred to dissolve the linezolid in ethyl 
acetate at a temperature near the boiling point of the solvent. This mixture is cooled to a temperature of about 70°. 
The mixture may be seeded with crystals of Form II to facilitate crystallization. It is preferred that the solid product is 
cooled and agitated at a temperature between about 45° and about 60° until the solids consist only of Form II crystals. 
It is most preferred to maintain the slurry at a temperature of about 55°. It is preferred to mix the linezolid and solvent 
for at least 1 0 min, it is even more preferred to mix the linezolid and solvent for at least 20 min and it is most preferred 
to mix the linezolid and solvent for at least 30 m in. The time and temperature will vary depending on the solvent selected. 
With ethyl acetate it is preferred to mix for not less that 60 minutes. 

[0015] The crystalline slurry may be further cooled to improve yield, and the solid Form II product may be isolated. 
The mixture may be further cooled and agitated. Other measures which can be used to facilitate crystallization include, 
but are not limited to, cooling, concentration of the solution by evaporation or distillation, or through addition of other 
solvents. 

[0016] The crystals are isolated by procedures known to those skilled in the art. 

[0017] Crystal Form II is the most stable form below about 85°. It is preferred to use starting material with less than 
0.2% of the R enantiomer of linezolid to minimize or eliminate the formation of a pseudoracemic solid solution of the 
two enantiomers which tends to crystallize as the Form I solid, even at temperatures below 85°. 
[0018] It is well known to those skilled in the art that linezolid is useful as an antibacterial agent, see for example US 
Patent 5,688,792. 
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DEFINITIONS AND CONVENTIONS 

[0019] The definitions and explanations below are for the terms as used throughout this entire document including 
both the specification and the claims. 

DEFINITIONS 

[0020] Linezolid refers to (S)-N-[[3-[3-fluoro-4-(4-morpholinyl)phenyl]-2-oxo-5-oxazolidinylJmethyl]acetamide the 
compound of formula: 



O 




[0021] All temperatures are in degrees Centigrade. 
[0022] IR refers to infrared spectroscopy. 

[0023] Pharmaceuticaliy acceptable refers to those properties and/or substances which are acceptable to the patient 
from a pharmacoiogical/toxicological point of view and to the manufacturing pharmaceutical chemist from a physical/ 
chemical point of view regarding composition, formulation, stability, patient acceptance and bioavailability. 
[0024] When solvent pairs are used, the ratios of solvents used are volume/volume (v/v). 

[0025] When the solubility of a solid In a solvent is used the ratio of the solid to the solvent is weight/volume (wt/v). 
[0026] The term C r C G alkyl means alkyl of 1 thru 6 carbon atoms and isomers thereof where such exist. 

EXAMPLES 

[0027] Without further elaboration, it is believed that one skilled in the art can, using the preceding description, prac- 
tice the present invention to its fullest extent. The following detailed examples describe how to prepare the various 
compounds and/or perform the various processes of the invention and are to be construed as merely illustrative, and 
not limitations of the preceding disclosure In any way whatsoever. Those skilled in the art will promptly recognize 
appropriate variations from the procedures both as to reactants and as to reaction conditions and techniques. 

EXAMPLE 1 Preparation of Crytal Form II of Linezolid 

[0028] Linezolid with better than 99.8 % enantiomeric purity, less than 0.2% of the R enantiomer, (1 .99 grams) is 
mixed with ethyl acetate (100 mL). The flask is stoppered and heated to 65 p with constant stirring in a temperature 
controlled oil bath. The linezolid is completely dissolved and the mixture is stirred for an additional 10 minutes. The 
temperature is maintained at 55° in the flask and one neck of the flask is unstoppered to allow slow evaporation of the 
solvent. A gentle stream of nitrogen is blown across the open neck to aid in evaporation. Solids spontaneously precip- 
itated from solution and the volume is reduced by about 25% of the initial volume. The flask is sealed and mixed for 
90 minutes while maintaining the mixture at 55°. The mixture was then cooled to about 23° while being stirred. The 
solids are isolated by vacuum filtration using a sintered glass funnel to give linezolid in crystal form. Analysis by powder 
X-ray diffraction indicates that the solids are linezolid crystal Form II. 



Claims 

1 . (S)-N-[[3-[3-fluoro-4-(4-morpholinyl)phenyl]-2-oxo-5-oxazolidinyl] methyl] acetamide, crystal "Form II" with a pow- 
der X-ray diffraction spectrum of: 



d-Spacing (A) ■ 


Two-Theta Angle (°) 


Relative Intensity (%) 


12.44 


7.10 


2 


9.26 


9.54 


9 


6.37 


13.88 


6 



EP 1 255 754 B1 



(continued) 
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2. (S)-N-[[3-[3-fluoro-4-(4-morpholinyl)phenyl]-2-oxo-5-oxazolidinyl]methyl] acetamide, crystal "Form II" with an in- 
frared (IR) spectrum as a mineral oil mull: 3364, 1748, 1675, 1537, 1517, 1445, 1410, 1401, 1358, 1329, 1287, 
1274, 1253, 1237, 1221, 1145, 1130, 1123, 1116, 1078, 1066, 1049, 907, 852 aand 758 cm" 1 . 

3. A process to prepare (S)-N-p-[3-fluoro-4-(4-morpholinyl)phenyl]-2-oxo-5-oxa2olidinyl]methyl]acetamide f crystal 
"Form il" which comprises: 

(1) producing (S)-N-[[3-[3-fluoro-4-(4-morphblinyl)phenyl]-2-oxo-5-oxazolidinyl]methy I] acetamide in greater 
than 98% enantiomeric purity, 

(2) mixing the greater than 98% enantiomericaliy pure (S)-N-[[3-[3-f luoro-4-{4-morphoiinyl)phenyl)-2-oxo-5-ox- 
azolidinyl]methyl]acetamide in a solvent or mixture of solvents at a temperature below a temperature of about 
80° and 

(3) separating the (S)-N-[[3-[3-fiuoro-4-(4-morpholinyl)phenyl]-2-oxo-5-oxazolidinyl]methyl]acetamide crystal 
"Form II" from the solvent(s). 

k A process according to claim 3 where the enantiomeric purity is greater than 99%, 

i. A process according to claim 4 where the enantiomeric purity is greater than 99.5%. 

i. A process according to claim 3 where the solvent is selected from the group consisting of 

water, 
acetonitrile, 

chloroform, methylene chloride, toluene, 

and compounds of the formulae 
R r OH where R 1 is C r C 6 alkyl, 

Rj-CO^ where R 2 is C r C 6 alkyl or phenyl substituted with I thru 3R 1( and where R 1 is as defined above, 
R r CO-0-R 2 where R 1 and R 2 are as defined above, 
R r O-R 2 where R-j and R 2 are as defined above. 

. A process according to claim 6 where the solvent is selected from the group consisting of water, ethyl acetate, 
methanol, ethanol, propanol, /-propanol, butanol, acetonitrile, acetone, methyl ethyl ketone, chloroform, methylene 
chloride, toluene, xylene, diethyl ether, or methyl-t-butyi ether. 



A process according to claim 6 where the solvent is selected from the group consisting of ethyl acetate, acetone, 



EP 1 255 754 B1 



acetonitrile, propanol, or isopropanol. 

9. A process according to claim 6 where the solvent is ethyl acetate. 

10. A process according to claim 3 where the (S)-N-[[3-{3-fluoro-4-(4-morphollnyl)phenyi]-2-oxo-5-oxazolidinyl]methyl] 
acetamide is mixed for at least 1 0 min in the solvent or mixture of solvents. 

11. A process according to claim 10 where the (S)-N-{[3-[3-fluoro-4-(4-morpholinyl)phenylh2-oxo-5-oxazolidlnyi]me- 
thyl]acetamide is mixed for at least 20 min in the solvent or mixture of solvents. 

1 2. A process according to claim 1 0 where the linezolid is mixed for at least 30 min in the solvent or mixture of solvents. 

13. A process according to claim 3 where the temperature is less than about 75°. 

14. A process according to claim 10 where the temperature is from about 45° to about 60°. 

15. A process according to claim 3 where the (S)-N-[[3-[3-f luoro-4-(4-morpholinyl)phenyi]-2-oxo-5-oxazolidinyl]methyl] 
acetamide is isolated as a solid before mixing with a solvent or mixture of solvents. 

16. A process according to claim 3 where the (S)-N-[[3-[3-f!uoro-4-(4-morpholinyl)phenyl]-2-oxo-5-oxa2olidiny0methyl] 
acetamide is kept in solution before mixing with a solvent or mixture of solvents. 



PatentansprQche 

1. Kristaliines (S)-N-[[3-[3-Fluor-4-(4-morpholinyl)-phenyl]-2-oxo-5-oxa2olidinyl]methyl]acetamid der "Form II" mit 
dem folgenden Pulverrontgenbeugungsspektrum: 
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2. Kristaliines (S)-N-[[3-[3-Fluor-4"(4-morpholinyi)-phenyl]-2-oxo-5-oxa20lidinyl]methyl]acetamid der "Form II" mit 
dem folgenden lnfrarot(IR)-Spektrum als Mineralolverreibung: 3364, 1748, 1675, 1537, 1517, 1445, 1410, 1401, 
1358, 1329, 1287, 1274, 1253, 1237, 1221, 1145, 1130, 1123, 1116, 1078, 1066, 1049, 907, 852 und 758 cnr*. 

3. Verfahren zur Herstellung von kristallinem (S)-N-[[3-[3-Fluor-4-(4-morphoiinyl)phenyl]-2-oxo-5-oxazoiidinyi]-me- 
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thyl]acetamid der "Form IP, das umfasst: 

(1) Henstellen von (S)-N-[[3-[3-Fluor-4-(4-mo^ in einer 
Enantiomerenreinheitvon grd&er als 98 %, 

(2) Einmischen des zu mehr als 98 % enantiomerenreinen (S)-N-[[3-[3-Fluor-4-(4-morphoiinyl)phenylJ-2-oxo- 
5-oxazoiidinyl]methyl]acetamids in ein Ldsemittel oder Losemittelgemisch bei einer Temperatur unter einer 
Temperatur von etwa 80° und 

(3) Abtrennen des kristallinen (S)-NH;[3-[3-F}uoM-(4-morpholinyl)phenyl)-2-oxo-5-oxa2oiidinyi]rnethyl]-acet- 
amids der "Form II" von dem Ldsemittel bzw. den Ldsemittel n. 

4. Verfahren nach Anspruch 3, wobei die Enantiomerenreinheit mehr als 99 % betragt 

5. Verfahren nach Anspruch 4, wobei die Enantiomerenreinheit mehr als 99,5 % betragt. 

6. Verfahren nach Anspruch 3, wobei das Ldsemittel ausgewahit ist aus der Gruppe, die aus: 

Wasser, 
Acetonitril, 

Chloroform, Methylenchiorid, Toluol, 
und Verbindungen der Formel R r OH, worin R t C r C 6 -Aikyl bedeutet, 

R r CO-R 2 , worin R 2 C^Cg-Alkyl Oder Phenyl, das mit 1 bis 3 Resten R t substituiert ist, bedeutet und wobei R 1 
wie im Vorhergehenden definiert ist, 

R r CO-0-R 2l worin R 1 und R 2 wie im Vorhergehenden definiert sind, 
R r O-R 2 , worin R 1 und R 2 wie im Vorhergehenden definiert sind, besteht. 

7. Verfahren nach Anspruch 6, wobei das Ldsemittel aus der aus Wasser, Ethylacetat, Methanol,. Ethanol, Propanol, 
Isopropanol, Butanol, Acetonitril, Aceton, Methylethylketon, Chloroform, Methylenchiorid, Toluol, Xylol, Diethyle- 
ther oder Methyl-tert-butylether bestehenden Gruppe ausgewahit ist. 

8. Verfahren nach Anspruch 6, wobei das Ldsemittel aus der aus Ethylacetat, Aceton, Acetonitril, Propanol oder 
Isopropanol bestehenden Gruppe ausgewahit ist. 

9. Verfahren nach Anspruch 6, wobei das Ldsemittel Ethylacetat ist. 

10. Verfahren nach Anspruch 3, wobei das (S)-N : [[3-[3-Fluor-4-(4-morpholinyl)phenyl]-2-oxo-5-oxazoIidinyl]-methyl] 
acetamid mindestens 1 0 min in das Ldsemittel oder Losemittelgemisch eingemischt wird. 

11. Verfahren nach Anspruch 10, wobei das (S)-N-[[3-[3-Fluor-4-(4-morpho!inyl)phenyl]-2-oxo-5-oxazolidinyl]-methyl] 
acetamid mindestens 20 min in das Ldsemittel oder Losemittelgemisch eingemischt wird. 

12. Verfahren nach Anspruch 10, wobei das Linezolid mindestens 30 min in das Ldsemittel oder Losemittelgemisch 
eingemischt wird. 

13. Verfahren nach Anspruch 3, wobei die Temperatur weniger als etwa 75° betragt. 

14. Verfahren nach Anspruch 10, wobei die Temperatur von etwa 45° bis etwa 60° betragt. 

15. Verfahren nach Anspruch 3, wobei das (S)-N-p-[3-Fluor'4-(4-morpholinyi)phenyi]-2-oxo-5-oxa2olidinyl]methyl]- 
acetamid als Feststoff isoliert wird, bevor es mit einem Ldsemittel oder Losemittelgemisch gemischt wird. 

16. Verfahren nach Anspruch 3, wobei das (S)-N-[[3-[3-Fluor-4-(4-morpholinyl)phenyl]-2-oxo-5-oxazolidinylJmethyl]- 
acetamid in Ldsung gehalten wird, bevor es mit einem Ldsemittel oder Losemittelgemisch gemischt wird. 



Revendications 



1. "Forme cristalline II" de (S)-N-[[3-fluoro-4-(4-morpholinyI)phenyl]-2-oxo-5-oxazolidinyl]methyl]acetamide ayant le 
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spectre de diffraction des rayons X sur poudre suivant : 
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2. "Forme crystalline II" de (S) -N- II3-[3-fluoro^-(4-morpholinyl)phenyl]-2-oxo-5-oxazolidlnyl]methyQacetam ayant 
un spectre infrarouge (IR), sous forme de pate dans une huile minerale : 3364, 1748, 1675, 1537, 1517, 1445, 
1410, 1401, 1358, 1329, 1287, 1274, 1253, 1237, 1221, 1145, 1130, 1123, 1116, 1078, 1066, 1049, 907, 852 et 
758 cm" 1 . 

3. ProcedS pour la preparation de la "forme cristaliine ll u de (S)-N-[[3- [3-fluoro-4-(4-morpholinyl)phenyl]-2-oxo-5-oxa- 
zolidinyl]methyl]acetamide, qui comprend les etapes conslstant : 

(1) a produire du (S)-N-p-t3-fiuoro-4-(4-morpholinyJ)phenyl]-2-oxo-5-oxazolidinyl]methyl]acetamide en une 
purete d'enantiomere superieure a 98 %, 

(2) a melanger le (S)-N-[[3-[3-nuoro-4-(4-morohollnyl)phenyQ-2-oxo-5-oxazoIidinyl]methylJacetamide enantio- 
meriquement pur a 98 % dans un solvant ou melange de solvants a une temperature inferieure a une tempe- 
rature d'envlron 80° C, et 

(3) a separer la "forme crlstalline II" de (S)-N-[[3~[3-fluoro-4-(4-morpholinyl)phenyl]-2-oxo-5-oxazolidinyl]me- 
thyljacetarnide du ou des solvants. 

4. Procede§ suivant la revendication 3, dans lequel fa purete d'enantiomere est superieure a 99 %. 

5. Procede suivant la revendication 4, dans lequel la purete d'enantiomere est superieure a 99,5 %. 

6. Procede" suivant la revendication 3, dans lequel le solvant est choisi dans le groupe conslstant en : 

I'eau, 

Pacdtonitrile, 

le chloroforme, le chlorure de methylene, le toluene, 
et des composes de formules : 

R r OH dans laquelle R t represente un groupe alkyle en C 1 a C 6 , 

R r CO-R 2 dans laquelle R 2 represente un groupe alkyle en a C 6 ou phenyle substitue avec 1 a 3 groupes 

R«i, tes groupes R 1 repondant a la definition precitee, 

R-,-CO-0-R 2 dans laquelle R 1 et R 2 repondent aux definitions precitees, 
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R r O-R 2 dans laqueile R 1 et R 2 repondent aux definitions precitees. 

7. Procede suivant la revendication 6, dans lequei ie solvant est choisi dans le groupe consistant en eau, acetate 
d'ethyle, methanol, ethanol, propanol, jsopropanol, butanol, acetonitrile, acetone, methylethylcetone, chloroforme, 
chlorure de methylene, toluene, xylene, ether diethylique et ether methylique de tertiobutyle. 

8. Procede suivant la revendication 6, dans lequei le solvant est choisi dans le groupe consistant en acetate d'ethyle, 
acetone, acetonitrile, propanol et isopropanol. 

9. Procede suivant la revendication 6, dans lequei le solvant est I'acetate d'ethyle. 

10. Procdde suivant la revendication 3 t dans lequei le (S)«N-p-[3-fluoro-4-(4-morpholinyl)phenyl]-2-oxo-5-oxazolidi- 
nyl]methyl]acetamide est melange pendant au moins 10 minutes dans le solvant ou le meiange de solvants. 

11. Procede suivant la revendication 10, dans lequei le (S)-N- [[3- [3-f!uoro-4- (4-morpholinyl)phenylJ -2-oxo-5-oxa- 
zolidinyljmethyljacetamide est melang6 pendant au moins 20 minutes dans le solvant ou melange de solvants. 

12. Procede suivant ia revendication 10, dans lequei ie linezolide est melang6 pendant au moins 30 minutes dans le 
solvant ou melange de solvants. 

13. Procede suivant ia revendication 3, dans lequei la temperature est inferieure a environ 75°. 

14. Procede suivant la revendication 10, dans lequei la temperature est comprise dans I'intervalle d'environ 45° a 
environ 60°. 

15. Proced6 suivant la revendication 3, dans lequei le (S)-N-[[3-[3-fluoro-4-(4-morpholtnyl)phenyl]-2-oxo-5"Oxazolidi- 
nyl]m6thyl]acetamide est isol£ sous forme d'une substance sollde avant d'etre melange a un solvant ou melange 
de solvants. 

16. Procede suivant ia revendication 3, dans lequei ie (S)-N-[[3-[3-fluoro-4-(4-morpholinyl)phenyl]-2-oxo-5-oxazo!idi- 
nyl]methyl]acetamide est maintenu en solution avant d'etre melange a un solvant ou melange de solvants. 
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